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DETAILED ACTION 

1. The amendment filed 5/23/2006 is acknowledged. Claims 1-70 were canceled. Claims 
71-98 were added. 

Claims 71-98 are pending and examined on the merits. 

2. The text of those sections of Title 35, U.S. Code not included in this action can be found 
in a prior Office action. 

Claim Rejections Withdrawn: 

Objections 

3. The objection to the claims for misnumbering the claims is withdrawn in view of the 
amendment canceling claims 1-70 and adding claims 71-98. 

Claim Rejections - 35 USC § 112 

4. The rejection of claim 40 under 35 U.S.C. 112, first paragraph, as failing to comply with 
the written description requirement is withdrawn in view of the amendment to the claims. 

Claim Rejections - 35 USC §102 

5. The rejection of claims 34-39, 41-44, 49-52 and 70 under 35 U.S.C. 102(a) as being 
anticipated by Perez-Soler (Perez-Soler, et al, 34 th Annual Meeting of the American Society of 
Clinical Oncology, 17: 393, May 16, 1998) as evidenced by Herbst (Herbst, R.S. et al, Expert 
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Opin. Biol. Ther. (2001) 1(4): 719-732) is withdrawn in view of the cancellation of the claims 
and in view of new claim 71, which excludes the method of Perez-Soler. 

Claim Rejections - 35 USC § 103 

6. The rejection of claims 34-36, 39, 41-44, 48-51, 54, and 55 under 35 U.S.C. 103(a) as 
being unpatentable over Yang (Yang, X.-D., et al, Cancer Res. 59: 1236-1243, 1999, March 15) 
in view of Prewett (Prewett, M. et al, Journal of Immunotherapy, 19(6): 419-427, 1997) is 
withdrawn in view of the cancellation of the claims, and further in view of applicant's argument 
that the A43 1 xenograft model is not a model of a refractory tumor that has failed or been 
resistant to treatment. 

7. The rejection of claims 34-36, 41-44, 48-5 1, 54, and 55 under 35 U.S.C. 103(a) as being 
unpatentable over Goldstein (Goldstein, N.I. et al, Clinical Cancer Research, 1: 1311-1318) in 
view of Prewett (Prewett, M. et al, Journal of Immunotherapy, 19(6): 419-427, 1997) is 
withdrawn in view of the cancellation of the claims, and further in view of the applicant's 
arguments that the A431 xenograft model is not a model for a refractory tumor that has failed or 
been resistant to treatment. 

Claim Rejections Maintained: 

Double Patenting 

8. Claims 71-98 are provisionally rejected on the ground of nonstatutory obviousness-type 
double patenting as being unpatentable over claims 34-56 and 72-87 of copending Application 
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No. 1 1/018,950. Although the conflicting claims are not identical, they are not patentably 
distinct from each other because the claims of the instant application are drawn to methods 
comprising the administration of an EGFR antagonist, whereas the claims of copending 
application 1 1/018,950 are drawn to methods comprising the administration of an EGFR 
antagonist in combination with a chemotherapeutic agent, which is encompassed by the claims of 
the instant application. 

This is a provisional obviousness-type double patenting rejection because the conflicting 
claims have not in fact been patented. 

Applicant's response is acknowledged. Applicant takes no position with respect to the 
provisional rejection, but are prepared to respond to the rejection b filing a timely terminal 
disclaimer in compliance with 37 C.F.R. 1.321 upon indication of allowable subject matter. 

New Grounds of Rejection: 

9. Claims 88 and 91 are rejected under 35 U.S.C. 1 12, second paragraph, as being indefinite 
for failing to particularly point out and distinctly claim the subject matter which applicant 
regards as the invention. 

Claim 88 is indefinite because of the phrase "fully humanized antibody". It is not clear 
from the specification what is a "fully" humanized antibody versus a non-fully humanized 
antibody. Does this phrase imply that a "humanized" antibody, but not a "fully" humanized 
antibody encompasses a chimeric antibody, such as C225? 

Claim 91 is indefinite because it depends from claim 71, which is drawn to a method 
comprising administering an anti-EGFR antibody or fragment thereof, without concomitant 



Application/Control Number: 09/996,954 Page 5 

Art Unit: 1643 

chemotherapy or radiation therapy. Claim 91 adds the limitation that the method further 
comprise administering an adjuvant, and the specification includes within its definition of 
adjuvant, chemotherapeutic agents (page 16, lines 17-18). 

10. Claims 86-89 are rejected under 35 U.S.C. 1 12, first paragraph, because the specification, 
while being enabling for humanized antibodies that comprise all six CDRs of parent antibody 
such as the C225 chimeric antibody (which clearly has tumor growth inhibitory activity), does 
not reasonably provide enablement for humanized antibodies where the humanized antibody 
does not contain all six of CDRs of the parent antibody, or contains CDRs that are altered from 
the CDRs of the parent antibody. The specification does not enable any person skilled in the art 
to which it pertains, or with which it is most nearly connected, to make and use the invention 
commensurate in scope with these claims. 

Factors to be considered in determining whether undue experimentation would be 
required to practice the full scope of the claimed inventions are: 1) quantity of experimentation 
necessary; 2) the amount of direction or guidance presented in the specification; 3) the presence 
or absence of working examples; 4) the nature of the invention; 5) the state of the prior art; 6) the 
relative skill of those in the art; 7) the predictability or unpredictability of the art; and 8) the 
breadth of the claims. See In re Wands, 858 F.2d at 737, 8 USPQ2d at 1404 (Fed. Cir. 1988). 

The claims are drawn to methods using humanized antibodies, that comprise a variable 
region having complementarity-determinig regions (CDRs) of a non-human animal antibody and 
a framework variable region of a human antibody. Thus, the claims read on humanized 
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antibodies that do not contain all six CDRs of the parent antibody, or contain CDRs with 
alterations in the amino acid sequence. 

The specification fails to teach specific alterations that may be made to a parent antibody 
that does not affect the function of the antibody. It is well established in the art that the 
formation of an intact antigen-binding site generally requires the association of the complete 
heavy and light chain variable regions of a given antibody, each of which variable regions 
consists of three CDRs that provide the majority of the contact residues for the binding of the 
antibody to its target epitope. The amino acid sequences and conformations of each of the heavy 
and light chain CDRs are critical in maintaining the antigen binding specificity and affinity that 
is characteristic of a given antibody. It is expected that all of the heavy and light chain CDRs in 
their proper order and in the context of framework sequences, which maintain the required 
conformation of the CDRs, are required in order to produce a protein having antigen-binding 
function; and further, that proper association of heavy and light chain variable regions is required 
in order to form functional antigen binding sites. Even minor changes in the amino acid 
sequences of the heavy and light chain variable regions, particularly in the CDRs, may 
dramatically affect antigen-binding function as evidenced by Rudikoff (Proc. Natl. Acad. Sci. 
USA, 79: 1979, 1982). Rudikoff teaches that the alteration of a single amino acid in the CDR of 
a phosphocholine-binding myeloma protein resulted in the loss of antigen-binding function. It is 
unlikely that the antibodies as defined by the claims, which may contain less that the full 
complement of CDRs from the heavy and light chain variable regions of a parent antibody that 
binds EGFR will have the required binding function. 
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The specification provides no direction or guidance regarding how to produce the 
humanized antibodies as broadly defined by the claims that will function in the claimed methods, 
because the specification fails to teach how to make humanized antibodies that do not contain all 
of the CDRs present in the parent antibody, or how to make humanized antibodies that contain 
altered CDRs. The relationship between structure and function in the protein and antibody arts is 
highly unpredictable. Therefore, one of skill in the art would have to engage in undue 
experimentation to practice the full scope of the claimed inventions. This experimentation 
would be undue experimentation because there is no guidance provided in the specification or in 
the prior art for producing useful antibodies that lack the full complement of CDRs from the 
parent antibody, and that also bind to EGFR with sufficient affinity to operate in the claimed 
methods. 

Claim Rejections - 35 USC § 102 
The following is a quotation of the appropriate paragraphs of 35 U.S.C. 102 that form the 
basis for the rejections under this section made in this Office action: 

A person shall be entitled to a patent unless - 

(b) the invention was patented or described in a printed publication in this or a foreign country or in public use or on 
sale in this country, more than one year prior to the date of application for patent in the United States. 

11. Claims 71-87, 90, 92, 96 and 98 are rejected under 35 U.S.C. 102(b) as being anticipated 
by Bos (Bos, M. et al., Proceedings of the American Society of Clinical Oncology, Abstract 
#1381, 1996) as evidenced by Herbst (Herbst, R.S. et al, Expert Opin. Biol. Ther. (2001) 1(4): 
719-732). 
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Bos teaches a method of treating human patients having advanced cancer (with advanced 
cancer of the head and neck, prostate, lung, esophagus, pancreas and kidney), which is 
interpreted to read on refractory cancer, with C225 antibody, a chimeric monoclonal antibody 
that binds to EGFR. Additionally, some of the cancer patients treated in Bos' methods are 
patients with advanced head and neck cancer, which is a cancer that is taught by Herbst to be a 
refractory cancer (see page 719, "fewer than 30% of [.. .] patients will be cured"). Bos teaches 
doses such as 100 mg/m , and teaches that two patients with head and neck cancer had minor 
responses, which is interpreted as indicating that there was some small degree of tumor growth 
inhibition. Additionally, the multiple dose study resulted in 5 patients completing 12 weeks of 
treatment without disease progression, which indicates that growth of the tumor was inhibited. 
Thus, Bos teaches methods that are the same as that claimed. 

Claim Rejections - 35 USC § 103 
The text of those sections of Title 35, U.S. Code not included in this action can be found 
in a prior Office action. 

12. Claims 71, 72, 76-87, 90, 92-94, 96 and 97 are rejected under 35 U.S.C. 103(a) as being 
unpatentable over Ciardiello (Ciardiello, F. et al, Journal of the National Cancer Institute, 88(23): 
1770-1776, 1996) in view of Bos (Bos, M. et al., Proceedings of the American Society of 
Clinical Oncology, Abstract #1381, 1996) 

Ciardiello teaches treatment of mice bearing the GEO colon cancer xenograft with Mab 
C225, which is a human-mouse chimeric IgGl Mab that binds to EGFR with an affinity fourfold 
to fivefold higher than the mouse Mab 225, that competes with natural ligands for receptor 
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binding, and that blocks EGFR tyrosine kinase activation (see page 1771, 2 nd column). The GEO 
human colon carcinoma xenograft is resistant to 8-chloro-cyclic adenosine monophosphate (8- 
Cl-cAMP), and responds to C225 as a single agent (see Figure 2, page 1 172). Ciardiello fails to 
teach administering the C225 antibody to a human. However, Bos teaches a method using the 
same antibody in human patients with advanced cancer of the head and neck, prostate, lung, 
esophagus, pancreas and kidney, and demonstrates that there is no toxicity and that the antibody 
is well tolerated in these patients. Therefore, it would have been prima facie obvious to one of 
ordinary skill in the art at the time the invention was made to have altered the method of 
Ciardiello using the dosages of Bos for the purpose of treating humans. One would have been 
motivated to have treated humans for the purpose of treating patients with refractory tumors 
because Ciardiello clearly shows that in a model of chemotherapy resistant colon cancer, the 
antibody by itself results in the inhibition of tumor growth. One would have had a reasonable 
expectation of success because Bos demonstrates that the C225 antibody is well tolerated and 
that two patients with head and neck cancer experienced minor responses. 

In the previous Office action, rejections under 103(a) were made over references teaching 
the administration of the C225 anti-EGFR antibody to mice bearing human tumor xenografts. 
Applicant argues that these references did not suggest or teach treatment of tumor that are 
refractory to treatment because either Yang or Goldstein (both of record in previous Office 
action) teach treating the A43 1 xenograft, which is not an example of a refractory tumor. 
Applicant further argued that the teachings of Prewett failed to cure this deficiency because, 
although Prewett suggests that autocrine stimulation of EGFR by a ligand such as TGF-amay 
play a role in resistance of tumors to therapy, and A431 cells are cells that are autocrine for TGF- 
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a production, Prewett's teachings are mere speculation with regard to the nexus between 
autocrine EGFR stimulation and chemoresistance, and that Prewett based such teachings on the 
autocrine nature of metastatic tumors, not tumors that had become resistant to chemotherapy or 
radiation therapy. This argument is not applicable to the GEO model of Ciardiello, because the 
GEO xenografts are clearly resistant to 8-Cl-cAMP, but are sensitive to C225. 

Applicant also argued that there is evidence in the literature that A43 1 cells are clearly 
not refractory cells, because as taught by Mese, Yanese, and Ohkawa (exhibits C,D, and E), 
these cells need to be cultured in the laboratory to produce insensitive variants, and that 
specifically A431 cells are sensitive to cisplatin. This argument is not applicable to the GEO 
model of Ciardiello, because the GEO xenografts are clearly resistant to 8-Cl-cAMP, but are 
sensitive to C225. 

Applicant further argued that at the time of the invention, it was generally believed that 
EGFR antibodies were cytostatic rather than cytotoxic. However, this argument is not 
persuasive, because the claimed methods are not directed to methods that result in cytoxicity, but 
instead are directed to methods that result in the inhibition of growth. 

Lastly, applicant asserted that there is no reasonable expectation of success, i.e. that 
applicant's results are unexpected. However, the experimental results provided by the 
specification are not commensurate in scope with the scope of the claims. First, the results in the 
specification are for a combination treatment, Mab C225 with cisplatin, which is a treatment that 
is specifically excluded by the claims. Furthermore, the results provided by the specification are 
for a specific antibody, Mab C225, whereas the claims are drawn to any anti-EGFR antibody. 
Therefore, applicant's arguments of unexpected results are not persuasive. 
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Conclusion 



No claim is allowed. 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Anne Holleran, whose telephone number is (571) 272-0833. The 
examiner can normally be reached on Monday through Friday from 9:30 am to 5:00 pm. If 
attempts to reach the examiner by telephone are unsuccessful, the examiner's supervisor, Larry 
Helms, can be reached on (571) 272-0832. Any inquiry of a general nature or relating to the 
status of this application or proceeding should be directed to the Group receptionist whose 
telephone number is (571) 272-1600. 

Papers related to this application may be submitted to Group 1 600 by facsimile 
transmission. The faxing of such papers must conform to the notice published in the Official 
Gazette, 1096 OG 30 (November 15, 1989). The Official Fax number for Group 1600 is (571) 
273-8300. 

Information regarding the status of an application may be obtained from the Patent 
Application Information Retrieval (PAIR) system. Status information for published applications 
may be obtained from either Private PAIR or Public PAIR. Status information for unpublished 
applications is available through Private PAIR only. For more information about the PAIR 
system, see http://pair-direct.uspto.gov . Should you have questions on access to the Private 
PAIR system, contact the Electronic Business Center (EBC) at 866-217-9197 (toll free). 



Anne L. Holleran 
Patent Examiner 
August 7, 2006 




LARRY R. HELMS, PH.D. 
SUPERVISORY PATENT EXAMINER 



